.£\°NAL4/?c, 


Pages  4119-4133 

Part  II 


FEDERAL 


REGISTER 


VOLUME  29 


1934 

^Oa/it£0* 


NUMBER  62 


Washington,  Saturday,  March  28,  1964 


Title  21— FOOD  AND  DRUGS 

Chapter  I — Food  and  Drug  Adminis¬ 
tration,  Department  of  Health,  Edu¬ 
cation,  and  Welfare 

SUBCHAPTER  C — DRUGS 

PART  141— TESTS  AND  METHODS  OF 
ASSAY  OF  ANTIBIOTIC  AND  ANTI- 
BIOTIC-CONTAINING  DRUGS 

PART  141a— PENICILLIN  AljD  PENI¬ 
CILLIN-CONTAINING  DRUGS;  TESTS 
AND  METHODS  OF  ASSAY 

PART  141b— STREPTOMYCIN  (OR 
DIHYDROSTREPTOMYCIN)  AND 
STREPTOMYCIN-  (OR  DIHYDRO- 
STREPTOMYCIN-)  CONTAINING 
DRUGS;  TESTS  AND  METHODS  OF 
ASSAY 

PART  141  c— CHLORTETRACYCLINE 
(OR  TETRACYCLINE)  AND  CHLOR¬ 
TETRACYCLINE-  (OR  TETRACY¬ 
CLINE-)  CONTAINING  DRUGS; 
TESTS  AND  METHODS  OF  ASSAY 

PART  1 41  d— CHLORAMPHENICOL 
AND  CHLORAMPHENICOL-CON¬ 
TAINING  DRUGS;  TESTS  AND 
METHODS  OF  ASSAY 

PART  1 41  e— BACITRACIN  AND  BAC¬ 
ITRACIN-CONTAINING  DRUGS; 
TESTS  AND  METHODS  OF  ASSAY 

PART  146— GENERAL  REGULATIONS 
FOR  THE  CERTIFICATION  OF  ANTI¬ 
BIOTIC  AND  ANTIBIOTIC-CON¬ 
TAINING  DRUGS 

PART  146a— CERTIFICATION  OF  PEN¬ 
ICILLIN  AND  PENICILLIN-CONTAIN¬ 
ING  DRUGS 

PART  1 46b— CERTIFICATION  OF 
STREPTOMYCIN  (OR  DIHYDRO¬ 
STREPTOMYCIN)  AND  STREPTO¬ 
MYCIN-  (OR  DIHYDROSTREPTO¬ 
MYCIN-)  CONTAINING  DRUGS 
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PART  146c— CERTIFICATION  OF 
CHLORTETRACYCLINE  (OR  TETRA¬ 
CYCLINE)  AND  CHLORTETRACY¬ 
CLINE-  (OR  TETRACYCLINE-)  CON¬ 
TAINING  DRUGS 

PART  146d— CERTIFICATION  OF 
CHLORAMPHENICOL  AND  CHLOR- 
AMPHENI  COL-CONTAINING 
DRUGS 

PART  146e— CERTIFICATION  OF  BAC¬ 
ITRACIN  AND  BACITRACIN-CON¬ 
TAINING  DRUGS 

Sterility  Test  Methods  and  Procedures 

In  the  matter  of  amending  the  regula¬ 
tions  for  tests  and  methods  of  assay  and 
certification  of  antibiotic  and  antibiotic- 
containing  drugs  that  are  required  to  be 
sterile: 

An  order  in  the  above-entitled  matter 
was  published  in  the  Federal  Register 
June  4, 1963  (28  FJR.  5462  et  seq.) .  Sub¬ 
sequently,  numerous  comments  and  ob¬ 
jections  were  received,  meeting  were  held 
with  various  manufacturing  groups,  and 
the  changes  effected  are  shown  in  the 
following  republication  of  the  amend¬ 
ments.  This  republication  revokes  the 
order  of  June  4,  1963. 

Title  21,  Chapter  I  (21  CFR  Parts  141, 
141a,  141b,  141c,  141d,  141e,  146,  146a, 
146b,  146c,  146d,  146e),  is  amended  as 
follows: 

1.  By  adding  to  Title  21,  Chapter  I, 
Subchapter  C,  the  following  new  part: 
Sec. 

141.1  [Reserved] 

141 .2  Sterility  test  methods  and  procedures. 

§  141.1  [Reserved] 

§  141.2  Sterility  test  methods  and  pro¬ 
cedures. 

(a)  Laboratory  facilities.  The  test 
must  be  performed  using  aseptic  tech¬ 
niques  in  an  area  as  free  from  contami¬ 
nation  as  is  possible  to  achieve.  Testing 
should  not  be  conducted  under  direct 
exposure  to  ultraviolet  light  or  in  areas 
under  aerosol  treatment.  Environmental 
tests  to  assess  the  suitability  of  testing 
conditions  should  be  made  frequently 


enough  to  assure  the  validity  of  test 
results. 

(b)  Culture  media.  Use  ingredients 
that  conform  to  the  standards  prescribed 
by  the  U.SP.  or  N.F.  In  lieu  of  pre¬ 
paring  the  media  from  the  individual 
ingredients,  they  may  be  made  from 
dehydrated  mixtures  which,  when  recon¬ 
stituted  with  distilled  water,  have  the 
same  or  equivalent  composition  as  such 
media  and  have  growth-promoting,  buf¬ 
fering,  and  oxygen  tension-controlling 
properties  equal  to  or  better  than  such 
media.  The  pH  of  each  medium  should 
be  adjusted  with  2 N  hydrochloric  acid 
or  sodium  hydroxide  before  sterilization, 
so  that  after  sterilization  and  the  addi¬ 
tion  of  the  penicillinase,  if  necessary,  the 
pH  will  fall  within  the  specified  range. 

Dispense  90  ±10  milliliter  quantities  of 
the  liquid  media  into  individual  test 
tubes  (38  millimeters  x  200  millimeters). 
Close  the  tubes  with  suitable  closures, 
and  sterilize  in  an  autoclave  at  121°  C. 
for  20  minutes.  The  autoclave  tempera¬ 
ture  should  be  reached  within  10  min¬ 
utes.  After  sterilization,  cool  the  me¬ 
dium  at  once  to  approximately  25°  C. 
and  store  at  20°  C.  to  30°  C.  The  steril¬ 
ity  of  each  lot  of  tubes  of  liquid  medium 
may  be  confirmed  by  incubating  an  ade¬ 
quate  number  of  tubes  as  described  in 
the  test  procedures  in  paragraph  (e)  of 
this  section. 

(1)  Medium  A.  Use  U.S.P.  fluid  thio- 
glycolate  medium  I. 

(2)  Medium  B.  Use  U.S.P.  fluid  thio- 
glycolate  medium  I,  with  sufficient  ster¬ 
ile  penicillinase  added  to  inactivate  the 
penicillin  activity  in  the  sample  under 
test.  The  penicillinase  must  be  added 
to  individual  tubes  of  sterile  medium  A, 
using  aseptic  technique.  Prior  to  use, 
or  at  the  time  Of  the  test,  a  representa¬ 
tive  number  of  the  tubes  containing 
added  penicillinase  are  incubated  at  30° 
C.-32*  C.  for  24  hours  to  48  hours,  and 
are  examined  for  sterility.  If  the  sam¬ 
ple  contains  penicillin  as  the  only  anti¬ 
biotic,  the  ability  of  the  penicillinase  to 
inactivate  all  the  penicillin  in  the  sam¬ 
ple  under  test  is  checked  as  follows: 
Add  to  one  test  tube  of  medium  B  the 
proper  amount  of  penicillin  from  one  of 
the  individual  containers  under  test. 
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Then  add  1.0  milliliter  of  a  1: 1,000  dilu¬ 
tion  of  an  liP-24  hour  culture  of  Staphy¬ 
lococcus  aureus  (American  Type  Culture 
Collection  6538-P)  in  medium  A.  Typi¬ 
cal  microbial  growth  must  be  observable 
after  24  hours  incubation  at  30°  C.-320 
C.  If  the  sample  contains  a  mixture  of 
penicillin  plus  some  other  antibiotic,  the 
ability  of  the  penicillinase  to  inactivate 
all  the  penicillin  in  the  sample  is  not 
tested  directly  on  the  sample  under  test, 
but  is  determined  separately,  using  an 
amount  of  penicillin  alone  equivalent  to 
the  amount  of  penicillin  in  the  sample 
or  by  any  other  suitable  method  for 
standardizing  the  penicillin-inactivating 
power  of  the  penicillinase  preparation. 

(3)  Medium  C.  To  each  liter  of  me¬ 
dium  A  add  5.0  milliliters  of  polysorbate 
80  before  sterilization.  To  each  tube  of 
sterilized  medium  add  sufficient  sterile 
penicillinase,  and  proceed  as  directed  for 
medium  B. 

(4)  Medium  D.  To  each  liter  of  me¬ 
dium  A  add  5.0  milliliters  of  polysorbate 
80  and  sufficient  2 N  sodium  hydroxide  so 
that  the  pH  will  be  7.9±0.1  after  sterili¬ 
zation.  Then  add  sufficient  sterile  peni¬ 
cillinase  to  each  tube  and  proceed  as  di¬ 
rected  for  medium  B. 

(5)  Medium  E.  Use  U.S.P.  fluid  Sa- 
bouraud  medium. 

(6)  Medium  F.  To  each  liter  of  me¬ 
dium  E  add  5.0  milliliters  of  polysorbate 
80  before  sterilization.  To  each  tube  of 
sterilized  medium  add  sufficient  sterile 
penicillinase  to  solubilize  the  penicillin 
in  the  sample  to  be  tested. 

(7)  Medium  G.  Prepare  as  follows: 


Peptic  digest  of  animal  tissue -  6.0  gm. 

Pancreatic  digest  of  casein -  4.0  gm. 

Teast  extract _  8.0  gm. 

Beef  extract _  1.6  gm. 

Dextrose _  1.0  gm. 

Agar  _ 16.0  gm. 

Distilled  water,  q.s _  1,000.0  ml. 

pH  6.6  ±0.1. 


Suspend  the  powder  in  a  liter  of  distilled 
water.  Allow  to  stand  for  5  minutes, 
then  mix  thoroughly.  Boil  for  1  or  2 
minutes  or  until  solution  is  complete. 
Dispense  in  suitable  flasks  and  sterilize 
at  121°  C.  for  15  minutes.  Aseptically 
pour  approximately  25-milliliter  quanti¬ 
ties  into  sterile  Petri  dish  bottoms  meas¬ 
uring  20  millimeters  x  100  millimeters. 
Cover  plates  with  sterile  porcelain  tops, 
glazed  on  the  outside.  Allow  plates  to 
stand  at  room  temperature  for  48  hours 
prior  to  use  as  a  control  on  the  sterility 
of  the  plates. 

(8)  Medium  H.  Prepare,  sterilize, 
and  dispense  as  described  for  medium 


G,  except  as  follows : 

Dextrose  _  40.0  gm. 

Peptic  digest  of  animal  tissue -  10.0  gm. 

Agar _  16.0  gm. 

Distilled  water,  q.s _  1,000.0  ml. 

pH  6.6 ±0.1  after  sterilization. 


(c)  Diluting  fluids — (1)  Diluting  fluid 
A.  Dissolve  1  gram  of  U.S.P.  peptic  di¬ 
gest  of  animal  tissue  or  equivalent  in 
sufficient  distilled  water  to  make  1,000 
milliliters.  Dispense  in  flasks  and  ster¬ 
ilize  as  described  in  paragraph  (b)  of 
this  section.  Final  pH=7.1±0.1. 

(2)  Diluting  fluid  B .  To  each  liter  ol 
diluting  fluid  A  add  5.0  milliliters  ol 
polysorbate  80  before  sterilization. 


(3)  Diluting  fluid  C.  Dissolve  0.5  gram 
of  sodium  thioglycolate  in  sufficient  dis¬ 
tilled  water  to  make  1,000'  milliliters,  and 
adjust  with  NaOH  so  that  after  steriliza¬ 
tion  the  final  pH  will  be  pH  6.6±0.6. 
Dispense  in  flasks  and  sterilize  as  de¬ 
scribed  in  paragraph  (b)  of  this  section. 

(d)  Bacterial  membrane  filter.  The 
filter  has  a  nominal  porosity  of  0.45 
micron  ±0.02  micron,  a  diameter  of  ap¬ 
proximately  47  millimeters,  and  a  flow- 
rate  of  55  milliliters  to  75  milliliters  of 
distilled  water  passing  each  square 
centimeter  of  filter  area  per  minute  with 
a  differential  pressure  of  70  centimeters 
of  mercury  at  25°  C. 

(e)  Conduct  of  test — (1)  (i)  Bacterial 
membrane  filter  method.  From  each 
of  20  immediate  containers,  aseptically 
transfer  approximately  300  milligrams  of 
solids  if  it  is  not  a  liquid  drug,  or  1  mil¬ 
liliter  by  volume  if  it  is  a  liquid  drug,  or 
the  entire  contents  if  the  container  con¬ 
tains  less  than  these  amounts;  except 
that  if  it  is  a  liquid  drug  containing 
penicillin  in  a  concentration  greater 
than  300,000  units  per  milliliter,  use  the 
volume  that  contains  300,000  units,  into 
a  sterile  500-milliliter  Erlenmeyer  flask 
containing  approximately  200  millilters 
of  diluting  fluid  A.  (If  it  is  a  composite 
sample  packaged  in  one  immediate  con¬ 
tainer  in  accordance  with  the  require¬ 
ments  of  §  146.1(o)  of  this  chapter, 
transfer  the  entire  contents,  or  approxi¬ 
mately  6  grams,  into  the  Erlenmeyer 
flask.)  Stopper  the  flask  and  swirl  to 
dissolve  the  drug.  As  soon  as  the  sam¬ 
ple  has  completely  dissolved,  aseptically 
filter  the  solution  through  a  bacteriolog¬ 
ical  membrane  filter.  All  air  entering 
the  filtering  system  is  filtered  through 
air  filters  capable  of  removing  micro¬ 
organisms.  Filter  three  100-milliliter 
quantities  of  diluting  fluid  A  through  the 
membrane  to  remove  residual  antibi¬ 
otic.  By  means  of  a  sterile  circular 
blade,  paper  punch,  or  any  other  suitable 
sterile  device,  cut  a  circular  portion  (ap¬ 
proximately  17.5  millimeters  diameter) 
from  the  center  of  the  filtering  area. 
Transfer  the  cut  center  area  to  a  sterlie 
38  millimeters  x  200  millimeters  (outside 
dimensions)  test  tube  containing  90±10 
milliliters  of  sterile  medium  A.  Incu¬ 
bate  the  tube  for  7  days  at  30°  C.-32°  C. 
Using  sterile  forceps,  transfer  the  re¬ 
maining  outer  portion  of  the  membrane 
into  a  second  similar  tube  containing 
90±  10  milliliters  of  medium  E.  Incubate 
the  second  tube  for  7  days  at  22°  C.-250 
C. 

(ii)  In  lieu  of  the  method  described  in 
subdivision  (i)  of  this  subparagraph,  two 
separate  tests  may  be  performed,  using 
a  pool  of  10  containers  for  each  test. 
This  modification  must  be  used  if  the 
pooled  portions  from  20  containers  will 
not  dissolve  completely  in  200  milliliters 
of  diluting  fluid  or  will  not  filter  rapidly. 

(2)  Direct  method.  From  each  of  20 
immediate  containers,  transfer  approx¬ 
imately  300  milligrams  of  solids  if  it  is 
not  a  liquid  drug,  or  1  milliliter  by  volume 
if  it  is  a  liquid  drug,  or  the  entire  con¬ 
tents  if  it  contains  less  than  these 
amounts,  except  if  it  is  a  liquid  drug  con¬ 
taining  penicillin  in  a  concentration 
greater  than  300,000  units  per  milliliter 


use  that  volume  that  contains  300,000 
units,  into  individual  sterile  test  tubes 
(38  millimeters  x  200  millimeters)  con¬ 
taining  90 ±10  milliliters  of  medium  A. 
Incubate  all  tubes  at  30°  C.-32°C.  for  7 
days.  Gently  agitate  the  tubes  every  l 
to  3  days  or  until  complete  solubilization 
occurs.  At  intervals,  examine  all  tubes 
for  visible  growth,  if  growth  is  observed 
in  any  tube,  confirm  by  microscopic  ex¬ 
amination.  From  each  of  the  same  20 
immediate  containers,  transfer  approx¬ 
imately  300  milligrams  of  antibiotic  ac¬ 
tivity  to  individual  sterile  test  tubes  (38 
millimeters  x  200  millimeters)  contain¬ 
ing  90 ±10  milliliters  of  medium  E,  or 
use  the  entire  contents  of  20  additional 
containers,  if  each  container  has  less 
than  300  milligrams  of  antibiotic  activity. 
Incubate  all  tubes  at  22°  C.  to  25°  C.  for 
7  days.  Gently  agitate  the  tubes  every 
1  to  3  days  6r  until  complete  solubiliza¬ 
tion  occurs.  At  intervals,  examine  all 
tubes  for  visible  growth.  If  growth  is 
observed  in  any  tube,  confirm  by  micro¬ 
scopic  examination.  * 

(f)  Evaluation  of  results — (1)  Bac¬ 
terial  membrane- filter  method.  The 
batch,  or  the  part  of  the  batch  repre¬ 
sented  by  a  particular  Ailing  operation, 
meets  the  requirements  of  the  test  if  no 
sample  tube  shows  growth.  If  growth  is 
observed  iq  any  sample  tube,  run  a  sec¬ 
ond  test  in  the  appropriate  medium, 
except  perform  it  in  duplicate,  using  40 
immediate  containers.  If  in  the  original 
test,  growth  is  observed  in  only  one  of 
the  two  media,  test  both  portions  of  the 
cut  filter  membrane  by  placing  each  into 
a  separate  tube  of  the  same  medium. 
The  batch  meets  the  requirements  if  no 
tube  on  the  second  test  shows  growth. 
If  growth  is  observed  in  any  of  the  con¬ 
trol  tubes  as  well  as  in  the  sample  tubes 
in  either  the  original  or  the  second  test, 
such  test  is  invalid  and  must  be  per¬ 
formed  again.  In  any  event,  further 
tests  may  be  justified  if  there  is  sufficient 
reason  to  believe  that  the  results  obtained 
in  the  first  and  second  tests  may  not  be 
valid.  In  such  instances,  the  batch  is 
satisfactory  if  on  the  final  test  no  tube 
shows  growth. 

(2)  Direct  method.  The  batch,  or  the 
part  of  the  batch  represented  by  a  par¬ 
ticular  filling  operation,  meets  the  re¬ 
quirements  of  the  test  if  no  tube  shows 
growth  after  incubation.  If  growth  is 
observed  in  any  sample  tube,  run  a  sec¬ 
ond  test  in  the  appropriate  medium  using 
40  immediate  containers.  The  batch  is 
satisfactory  if,  on  the  second  test,  no 
tube  shows  growth.  If  growth  is  ob¬ 
served  in  any  of  the  control  tubes  (except 
inoculated  tubes,  if  the  sample  is  peni¬ 
cillin)  as  well  as  in  the  sample  tubes  in 
either  the  original  or  the  second  test, 
such  test  is  invalid  and  must  be  per¬ 
formed  again.  In  any  event,  further 
tests  may  be  justified  if  there  is  sufficient 
reason  to  believe  that  the  results  ob¬ 
tained  on  the  first  and  second  tests  may 
not  be  valid.  In  such  instances  the 
batch  is  satisfactory  if  in  the  final  test 
no  tube  shows  growth. 

(Secs.  607,  701,  62  Stat.  1055,  59  Stat.  463,  as 
amended,  61  Stat.  11,  63  Stat.  409,  67  Stat. 
389,  76  Stat.  785,  786,  787;  21  U.S.C.A.  357, 
371) 


Saturday ,  March  28,  1964 

2.  Section  141&.2  is  changed  to  read: 

§  141a.2  Sodium  penicillin,  calcium 
penicillin,  potassium  penicillin;  ster¬ 
ility. 

Processed  as  directed  in  §  141.2  of  this 
chapter,  using  the  method  described  in 
paragraph  (e)  (1)  or  (2)  of  that  section, 
except  if  using  the  method  in  paragraph 
(e)(2),  use  medium  B  in  lieu  of 
medium  A. 

3.  In  §  141a.7  Penicillin  in  oil  and  wax, 
paragraph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
$  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

4.  In  §  141a.l7  Penicillin  sulfonamide 
powder,  paragraph  (c)  is  amended  to 
read: 

(c)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

5.  In  §  141a.23  Crystalline  penicillin 
and  epinephrine  in  oil,  paragraph  (b)  is 
amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
$  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

6.  In  §  141a.24  Aluminum  penicillin, 
paragraph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
I  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

7.  In  §  141a.26  Procaine  penicillin, 
paragraph  (b)  1s  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

8.  Section  141a.27  Procaine  penicillin 
in  oil  is  amended  by  adding  thereto  para¬ 
graphs  (b)  and  (c)  as  follows: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

(c)  Moisture.  Proceed  as  directed  in 
§  141a.7(c). 

In  §  141a.29  Procaine  penicillin  for 
aqueous  injection,  paragraph  (b)  is 
amended  to  read: 

(b>  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

10.  In  §  141a.30  Ephedrine  penicillin. 
Paragraph  (b)  is  amended  to  read: 

.  (b)  Sterility.  Proceed  as  directed  in 
8 141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (1)  or  (2)  of 
tnat  section,  except  if  using  the  method 
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in  paragraph  (e)  (2) ,  use  medium  B  in 
lieu  of  medium  A. 

11.  In  $  141a.34  Procaine  penicillin  and 
crystalline  penicillin  in  oil,  paragraph 
(e)  is  amended  to  read: 

(e)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  In  paragraph  (e)  (2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

12.  In  §  141a.39  Penicillin-s treptomy- 
cin;  penicillin-dihydrostreptomycin  vet¬ 
erinary,  paragraph  (b)  is  amended  to 
read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter  using  the  method 
described  in  paragraph  (e)  (1)  of  that 
section,  except  if  the  product  contains 
procaine  penicillin  add  sufficient  penicil¬ 
linase  to  the  peptone  water  and  swirl  the 
flask  to  completely  solubilize  the  procaine 
penicillin  before  filtration.  However,  if 
the  preparation  contains  Z-ephenamine 
penicillin,  or  if  homogenizers  or  suspend¬ 
ing  agents  prevent  solubilization,  proceed 
as  directed  in  §  141.2(e)  (2)  of  this  chap¬ 
ter,  except  use  medium  B  in  lieu  of 
medium  A.  If  the  preparation  contains 
diethylaminoethyl  ester  penicillin  G 
hydriodide,  proceed  as  described  in 
§  141.2(e)  (2)  of  this  chapter,  except  use 
medium  D  in  lieu  of  medium  A. 

13.  In  §  141a.42  Crystalline  penicillin 
and  bacitracin,  paragraph  (b)  is 
amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section. 

14.  In  §  141a.43  l-Ephenamine  penicil¬ 
lin  G,  paragraph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
in  §  141.2  of  this  chapter,  using  the  meth¬ 
od  described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  P  in  lieu  of  me¬ 
dium  E. 

15.  In  §  141a.44  l-Ephenamine  penicil¬ 
lin  G  in  oil,  paragraph  (b)  is  amended 
to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  P  in  lieu  of 
medium  E. 

16.  In  §  141a.45  l-Ephenamine  penicil¬ 
lin  G  for  aqueous  injection,  paragraph 
(b)  is  amended  to  read : 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
section,  except  use  medium  C  in  lieu 
of  medium  A,  and  medium  P  in  lieu  of 
medium  E.  > 

17.  In  §  141a.46  Procaine  penicillin  in 
streptomycin  sulfate  solution;  procaine 
penicillin  in  dihydrostreptomycin  sulfate 
solution  veterinary,  paragraph  (b)  is 
amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
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section,  except  use  medium  B  in  lieu  of 
medium  A. 

18.  In  §  141a.47  Benzathine  penicillin 
G,  paragraph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  medium  F  in  lieu  of  medium 
E,  and  during  the  period  of  incubation 
shake  the  tubes  at  least  once  daily. 

19.  In  S  141a. 51  Diethylamioethyl 
ester  penicillin  G  hydriodide,  paragraph 
(b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  D  in  lieu  of 
medium  A. 

20.  In  §  141a.52  Diethylaminoethyl 
ester  penicillin  G  hydriodide  for  aqueous 
injection,  paragraph  (b)  is  amended  to 
read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  D  in  lieu  of 
medium  A. 

21.  In  §  141a.54  Benzathine  penicillin 
G  for  aqueous  injection,  paragraph  (b) 
is  amended  to  read : 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bation,  shake  the  tubes  at  least  once 
daily. 

22.  In  §  141a.55-  Benzathine  penicillin 
G  and  buffered  crystalline  penicillin  for 
aqueous  injection,  paragraph  (e)  is 
amended  to  read: 

(e)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  P  in  lieu  of 
medium  E.  During  the  period  of  incuba¬ 
tion,  shake  the  tubes  at  least  once  daily. 

23.  In  §  141a.59  Penicillin-streptomy¬ 
cin-bacitracin  dental  paste;  penicillin- 
dihydrostreptomycin-bacitracin  dental 
paste,  paragraph  (c)  is  amended  to  read: 

(c)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  0.5  milliliter  of  the 
sample,  medium  B  in  lieu  of  medium  A, 
and  add  sufficient  2N  sodium  hydroxide 
to  medium  E  so  that  the  pH  will  be  7.4 
after  sterilization. 

24.  In  §  141a.60  Penicillin  and  dihydro¬ 
streptomycin-streptomycin  sulfates  vet¬ 
erinary  *  *  *,  paragraph  (b)  is  changed 
to  read: 

(b)  Sterility — (1)  Penicillin  and  dihy- 
drostreptomycin-streptomycin  sulfate 
solution.  Proceed  as  directed  in  §  141.2 
of  this  chapter,  using  the  method  de¬ 
scribed  in  paragraph  (e)  (1)  of  that 
section. 

(2)  Procaine  penicillin  in  dihydro¬ 
streptomycin-streptomycin  sulfate  solu- 
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tion.  Proceed  as  directed  in  8  141.2  of 
this  chapter,  using  the  method  described 
in  paragraph  (e)  (2)  of  that  section,  ex-  < 
cept  use  medium  B  in  lieu  of  medium  A.  i 

25.  In  8  141a.61  Benzathine-procaine  1 

buffered  crystalline  penicillins  for  aque¬ 
ous  injection,  paragraph  (b)  is  amended 
toread:  ' 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu-  , 
bation,  shake  the  tubes  at  least  once 
dally. 

26.  In  8  141a. 67  Procaine  penicillin 
and  benzathine  penicillin  G  in  strepto¬ 
mycin  sulfate  solution  *  *  *,  paragraph 
(b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bation,  shake  the  tubes  at  least  once 
daily. 

27.  In  §  141a. 68  Benzathine  penicillin 
G  and  streptomycin  *  *  *,  paragraph 
(b)  is  amended  to  read:  . 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bation,  shake  the  tubes  at  least  once 
daily. 

28.  In  §  141a. 72  Dibenzylamine  peni¬ 
cillin  G  ( dibenzylamine  penicillin  G 
salt ) ,  paragraph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
section,  except  use  medium  B  in  lieu  of 
medium  A. 

29.  In  §  141a.78  Benzathine  penicillin 
'  G  in  oil,  paragraph  (b)  is  amended  to 

read: 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bation,  shake  the  tubes  at  least  once 
daily. 

30.  In  §  141a.79  Benzathine  penicillin 
G  and  procaine  penicillin  G  in  oil,  para¬ 
graph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bation,  shake  the  tubes  at  least  once 
daily. 

31.  In  8  141a.80  Benzathine  penicillin 
G-procaine  penicillin  G-streptomycin  in 
oil  •  •  *,  paragraph  (b)  is  amended  to 
read: 


(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bation,  shake  the  tubes  at  least  once 
daily. 

32.  In  8  141a.83  Benzathine  penicillin 

V  ( benzathine  penicillin  V  salt),  para¬ 
graph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph,  (e)  (2)  of  that 
section,  except  use  medium  C  in  lieu  of 
medium  A,  and  medium  F  in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bation,  shake  the  tubes  at  least  once 
daily. 

33.  In  8  141a.99  Benzathine  penicillin 

V  for  aqueous  injection  veterinary,  para¬ 
graph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
section,  except  use  medium  C  in  lieu  ot- 
medium  A,  6nd  medium  F  'in  lieu  of 
medium  E.  During  the  period  of  incu¬ 
bations,  shake  the  tubes  at  least  once 
daily. 

34.  In  8  141a.l03  Methicillin  sodium, 
paragraph  (b)  is  amended  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (1)  or  (2)  of 
that  section.  If  using  the  method  in 
paragraph  (e)  (2)  of  that  section,  use 
medium  B  in  lieu  of  medium  A. 

35.  Section  141b.l02  is  amended  to 
read: 

§  141b.  102  Streptomycin  sulfate,  strep¬ 
tomycin  hydrochloride,  streptomy¬ 
cin  phosphate,  streptomycin  tri- 
hydrochloride  calcium  chloride ; 
sterility. 

Proceed  as  directed  in  §  141.2  of  this 
chapter,  using  the  method  described  in 
paragraph  (e)  (1)  of  that  section. 

36.  In  §  141b.l08  Dihydrostreptomycin 
sulfate  *  *  *,  paragraph  (c)  is  changed 
toread: 

(c)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section. 


(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (1)  of  that 
section,  except  use  50  milligrams  in  lieu 
of  300  milligrams. 

40.  In  8  141C.206  Chlortetracycline 
aphthalmic  *  *  *,  paragraph  (c)  is 
changed  to  read: 

(c)  Sterility.  Proceed  as  directed  in 

8  141.2  of  this  chapter,  using  the  method  * 
described  in  paragraph  (e)  (1)  of  that 
section,  except  use  50  milligrams  in  lieu ' 
of  300  milligrams. 

41.  In  8  141c.211  Chlortetracycline 
surgical  powder  *  *  *,  paragraph  (b)  is 
changed  to  read: 

(b)  Sterility.  Use  approximately  50 
milligrams  from  each  immediate  con¬ 
tainer  and  proceed  as  directed  in  §  141.2 
of  this  chapter,  using  the  method  de¬ 
scribed  in  paragraph  (e)  (2)  of  that  sec¬ 
tion.  However,  if  it  is  packaged  with 
inert  gases,  thoroughly  cleanse  the  valve 
(do  not  flame)  of  each  container  to  be 
tested  with  a  suitable  disinfectant.  Into 
each  of  two  empty,  sterile  Erlenmeyer 
flasks  stoppered  with  a  cotton  plug,  spray 
approximately  the  equivalent  of  50  mil¬ 
ligrams  (activity)  from  10  separate  cans 
by  removing  the  plug  temporarily  and 
using  aseptic  technique  while  spraying; 
allow  propellant  to  evaporate,  add  250 
milliliters  of  diluting  fluid  A  as  described 
in  8  141.2(c)(1)  of  this  chapter,  and 
proceed  as  directed  in  8  141.2  of  this 
chapter,  using  the  method  described  in 
paragraph  (e)  (1)  of  that  section. 

42.  In  8  141C.213  Chlortetracycline 
gauze  packing,  paragraph  (b)  is  changed 
to  read: 

(b)  Sterility.  Using  the  entire  gauze 
packings  when  possible,  or  the  largest 
portion  that  can  be  inserted  into  the 
culture  tube,  proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section. 

43.  In  8  141c.214  Chlortetracycline 
dressing,  paragraph  (b)  is  changed  to 
read: 

(b)  Sterility.  Using  approximately 
one-fourth  of  each  individual  dressing 
to  be  tested,  proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section. 


37.  In  8  141b.ll4  Streptomycin-baci-  44.  In  8  141c.221  Tetracycline  hydro- 
tracin -polymyxin  gauze  pads,  paragraph  chloride  for  intramuscular  use  *  *  *. 
(b)  is  changed  to  read:  paragraph  (b)  is  changed  to  read: 


(b)  Sterility.  Using  the  entire  gauze 
pad  when  possible  or  the  largest  portion 
that  can  be  inserted  into  the  culture 
tube,  proceed  as  directed  in  8  141.2  of 
this  chapter,  using  the  method  described 
in  paragraph  (e)  (2)  of  that  section. 

38.  In  8  141b.l21  Streptonicozid  sul¬ 
fate,  paragraph  (d)  is  changed  to  read: 

(d)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section. 

39.  In  8 141C.201  Chlortetracycline 
hydrochloride,  paragraph  (b)  is  changed 
toread: 


(b)  Sterility.  Proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(2)  of  that 
section,  except  use  50  milligrams  in  lieu 
of  300  milligrams. 

45.  In  8 141C.227  Chlortetracycline 
spray  dressing  ( chlortetracycline  hydro¬ 
chloride  spray  dressing) ,  paragraph  (b) 
is  changed  to  read: 

(b)  Sterility.  Use  approximately  50 
milligrams  from  each  immediate  con¬ 
tainer,  and  proceed  as  directed  in 
8  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (2)  of  that 
section. 
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46.  In  9  141c.235  Tetracycline  hydro - 
chloride-oleandomycin  phosphate  for 
aqueous  injection,  paragraph  (b)  Is 
changed  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
5 141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (1)  of  that 
section,  except  use  50  milligrams  in  lieu 
of  300  milligrams. 

47.  In  9 141C.242  Tetracycline  neomy¬ 
cin  complex  powder  topical  *  *  *,  para¬ 
graph  (b)  is  changed  to  read: 

(b)  Sterility.  Thoroughly  cleanse 
with  a  suitable  disinfectant  the  valve  (do 
not  flame)  of  each  container  to  be  tested. 
Into  each  of  two  empty,  sterile  Erlen- 
meyer  flasks  stoppered  with  a  cotton 
plug,  spray  quantities  sufficient  to  yield 
a  diy  residue  of  approximately  the 
equivalent  of  50  milligrams  from  10 
separate  cans  by  removing  the  plug 
temporarily  and  using  aseptic  technique 
while  spraying;  allow  propellant  to  evap¬ 
orate,  add  250  milliliters  to  500  millili¬ 
ters  of  diluting  fluid  B  in  lieu  of  diluting 
fluid  A,  and  swirl  the  flasks  to  dissolve 
the  contents.  Then  proceed  as  directed 
In  §  141.2  of  this  chapter,  using  the 
method  described  in  paragraph  (e)  (1) 
of  that  section. 

48.  In  9  141c.244  Tetracycline  hydro¬ 
chloride-neomycin  spray  ointment  topi -  ' 
cal,  paragraph  (b)  is  changed  to  read: 

(b)  Sterility.  Use  500  milligrams  of 
ointment  from  each  immediate  container 
and  proceed  as  directed  in  9  141.2  of  this 
chapter,  using  the  method  described  in 
paragraph  (e)  (2)  of  that  section. 

49.  In  9  141C.247  Chlortetracycline 
hydrochloride  impregnated  surgical  silk, 
paragraph  (b)  is  changed  to  read: 

(b)  Sterility.  Using  individual  su¬ 
tures,  proceed  as  directed  in  9  141.2  of 
this  chapter,  using  the  method  described 
in  paragraph  (e)  (2)  of  that  section. 

50.  In  §  141c. 249  Rolitetracycline  for 
Intravenous  use,  paragraph  (b)  is 
changed  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
i  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (1)  of  that 
section,  except  use  50  milligrams  in  lieu 
of  300  milligrams. 

51.  In  §  141c.250  Rolitetracycline  for 
intramuscular  use,  paragraph  (b)  is 
changed  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
1 141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section,  except  use  50  milligrams  in  lieu 
of  300  milligrams. 

52.  In  §  141d.301  Chloramphenicol, 
Paragraph  (b)  is  changed  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
s  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section,  except  use  50  milligrams  in  lieu 
of  300  milligrams. 

53.  in  §  141d.304  Chloramphenicol 

°vhthalmic,  paragraph  (c)  is  changed  to 
read:  } 

(c)  Sterility.  Use  entire  contents, 
and  proceed  as  directed  in  9  141.2  of  this 


chapter,  using  the  method  described  in 
paragraph  (e)(1)  of  that  section,  ex¬ 
cept  if  it  contains  a  corticoid  use  0.5 
milliliter  of  the  suspension  of  the  sample 
prepared  according  to  label  directions 
and  proceed  as  directed  in  paragraph 
(e)  (2)  of  that  section. 

54.  9  141d.307  Chloramphenicol  solu¬ 
tion  *  *  *  paragraph  (b)  is  changed  to 
read: 

(b)  Sterility — (1)  Chloramphenicol 
solution.  Proceed  as  directed  in  §  141.2 
of  this  chapter,  using  the  method  de¬ 
scribed  in  paragraph  (e)  (1)  of  that  sec¬ 
tion,  except  add  the  contents  of  each 
container  directly  to  the  dry  filter,  thus 
eliminating  the  preliminary  solubiliza¬ 
tion  step. 

(2)  Chloramphenicol  for  aqueous  in¬ 
jection.  Proceed  as  directed  in  9  141.2 
of  this  chapter,  using  the  method  de¬ 
scribed  in  paragraph  (e)  (2)  of  that  sec¬ 
tion,  except  use  50  milligrams  in  lieu  of 
300  milligrams. 

55.  In  9 141d.314  Chloramphenicol 
sodium  succinate,  paragraph  (b)  is 
changed  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section. 

56.  In  9 141d.315  Chloramphenicol 
sodium  succinate  for  aqueous  injection, 
change  paragraph  (b)  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
9  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section. 

57.  In  9  141e.401  Bacitracin,  para¬ 
graph  (b)  is  changed  to  read: 

(b)  Sterility.  Proceed  as  directed  in 
9  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)  (1)  of  that 
section. 

58.  In  9  141e.408  Bacitracin  ophthal¬ 
mic,  paragraph  (d)  is  changed  to  read: 

(d)  Sterility.  Proceed  as  directed  in 
§  141.2  of  this  chapter,  using  the  method 
described  in  paragraph  (e)(1)  of  that 
section. 

59.  In  9  141e.430  Bactitracin-neomy- 
cinpolymyxin  powder  topical  *  *  *,  par¬ 
agraph  (c)  is  revised  to  read: 

(c)  Microorganism  count — (1)  Con¬ 
duct  of  test  for  bacteria — (i)  Dry  powder. 
Using  approximately  200  milligrams  of 
powder  from  each  of  five  separate  im¬ 
mediate  containers,  proceed  as  directed 
in  §  141.2(e)  (1)  of  this  chapter,  except 
after  the  three  washings  transfer  the  en¬ 
tire  filter  membrane  from  one  of  the  fil¬ 
ters  to  the  surface  of  medium  G  as  de¬ 
scribed  in  §  141.2(b)  (7)  of  this  chapter. 
Incubate  the  plate  for  5  days  at  30°  C.- 
32°  C.  Count  the  number  of  colonies  ap¬ 
pearing  on  each  filter  pad  and  calculate 
therefrom  the  number  of  viable  micro¬ 
organisms  per  gram  of  powder. 

(ii)  Powder  packaged  with  inert  gases. 
Thoroughly  cleanse  the  valve  of  each 
container  to  be  tested  with  a  suitable  dis¬ 
infectant.  Into  an  empty,  sterile  Erlen- 
meyer  flask  stoppered  with  a  cotton  plug, 
spray  a  quantity  sufficient  to  yield  a  dry 


residue  of  approximately  200  milligrams 
from  each  of  five  separate  immediate 
containers,  by  removing  the  cotton  plug 
temporarily  and  using  aseptic  technique 
while  spraying.  Allow  the  propellant  to 
evaporate,  add  250  milliliters  to  500  mil¬ 
liliters  of  diluting  fluid  C  as  described 
in  9  141.2(c)  (3)  of  this  chapter,  and 
swirl  the  flask  to  dissolve  the  contents. 
Then  proceed  as  described  in  subpara¬ 
graph  (1)  (i)  of  this  paragraph. 

(2)  Conduct  of  test  for  molds  and 
yeasts — (i)  Dry  powder.  Proceed  as 
directed  in  §  141.2(e)  (1)  of  this  chapter, 
using  approximately  200  milligrams  from 
each  of  the  five  containers  tested,  except 
use  the  agar  medium  H  as  described  in 
§  141.2(b)  (8)  of  this  chapter,  and  incu¬ 
bate  at  22°  C.— 25°  C.  for  5  days.  Count 
the  number  of  colonies  appearing  on  the 
filter  pad  and  calculate  therefrom  the 
number  of  viable  microorganisms  per 
gram  of  powder. 

(ii)  Powder  packaged  with  inert  gases. 
Proceed  as  directed  in  subparagraph 
(1)  (ii)  of  this  paragraph,  use  agar  me¬ 
dium  H  as  described  in  9  141.2(b)  (8)  of 
this  chapter,  and  incubate  at  25°  C.  for 
5  days. 

(3)  Evaluation  of  results.  The  micro¬ 
organism  count  of  the  sample  is  satis¬ 
factory  if  the  average  number  of  viable 
microorganisms  is  not  more  than  10  per 
gram  of  powder,  or  of  residue  exculsive 
of  propellant,  if  it  is  packaged  with  inert 
gases. 

60.  Section  146.1  is  amended  by  delet¬ 
ing  paragraph  (k)  and  by  adding  there¬ 
to  the  following  new  paragraphs  (n)  and 
(o) : 

§  146.1  Definitions  and  interpretations 
applicable  to  Parts  146,  146a,  146b, 
146c,  146d,  146e,  and  147. 
***** 

(n)  (1)  The  term  “filling  operation” 
when  used  in  connection  with  samples 
of  a  batch  required  for  sterility  testing 
refers  to  that  period  of  time  not  longer 
than  24  consecutive  hours  during  which 
a  homogeneous  quantity  of  a  drug  is  be¬ 
ing  filled  continuously  into  market-size 
containers  and  during  which  no  changes 
are  made  in  the  equipment  used  for  fill¬ 
ing.  (Short  rest  periods  for  operators 
of  the  filling  equipment  and  the  time  re¬ 
quired  to  change  operators  between  con¬ 
secutive  shifts  are  not  considered  as  a 
break  in  continuity  of  the  filling  opera¬ 
tion.)  If  more  than  one  filling  device 
is  used  during  the  filling  operation,  the 
samples  shall  include  immediate  con¬ 
tainers  filled  by  each  device,  and  each 
such  container  shall  be  identified  with 
a  mark  corresponding  to  that  assigned  to 
the  filling  device.  If  more  than  one  fill¬ 
ing  operation  is  required  to  fill  a  batch, 
each  container  in  the  sample  shall  be 
identified  with  the  number  of  the  opera¬ 
tion. 

(2)  For  the  purpose  of  sterility  test¬ 
ing,  the  term  “sample”  means  the  total 
number  of  containers  from  each  filling 
operation. 

(o)  If  a  batch  of  a  sterile  antibiotic 
Is  packaged  for  repacking  or  for  use 
as  an  ingredient  in  the  manufacture  of 
another  drug,  the  sample  required  for 
sterility  testing  may  be  packaged  in  one 
container,  in  lieu  of  20  containers,  or  in 
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two  containers  in  lieu  of  40  containers, 
under  the  following  conditions: 

(1)  The  weight  or  volume  of  the  sam¬ 
ple  is  equivalent  to  the  composite  weight 
or  volume  required  for  a  multiple  con¬ 
tainer  sample; 

(2)  The  sample  is  a  composite  of  sam¬ 
ples  taken  from  all  parts  of  the  batch; 
and 

(3)  The  sterility  method  prescribed  for 
the  drug  by  the  regulations  in  this  chap¬ 
ter  is  “Bacterial  membrane  filter 
method”  described  in  S  141.2(e)(1)  of 
this  chapter. 

61.  Section  146a.l5  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  and 
(3)  to  read: 

§  146a.  15  Methicillin  sodium. 

•  *  *  •  • 

(d)  Request  for  certification;  sam¬ 
ples.  *  *  * 

(2)  If  such  batch  is  packaged  for  dis¬ 
pensing,  such  person  shall  submit  with 
his  request  an  accurately  representative 
sample  of  the  batch,  consisting  of  the 
following: 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  10  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  For  sterility  testing:  20  immedi¬ 
ate  containers,  collected  at  regular  in¬ 
tervals  throughout  each  filling  operation. 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  as  an  ingredient  in 
the  manufacture  of  another  drug,  such 
person  shall  submit  with  his  request  an 
accurately  representative  sample  of  the 
batch,  consisting  of  the  following: 

(i)  For  all  tests  except  sterility:  Nine 
packages,  each  containing  approximately 
300  milligrams,  plus  one  package  con¬ 
taining  approximately  2  grams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from 
a  different  part  of  such  batch  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $5.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  (i)  of 
this  section;  $12.00  for  all  containers 
in  the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
first  repeat  sterility  test  in  accordance 
with  paragraph  (d)  (2)  (ii)  and  (3)  (ii) 
of  this  section. 

62.  Section  146a.  19  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (i)  and  (ii)  and  the  concluding 
sentence  to  subparagraph  (4)  to  read: 


§  146a.l9  Benzathine  penicillin  V  for 

aqueous  injection,  veterinary. 

*  •  •  •  • 

(d)  Request  for  certification; 
samples.  •  *  * 

(3)  *  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 

(4)  *  *  * 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from 
different  parts  of  such  batch,  and  each 
shall  be- packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3  (i)  (a) , 
(ii),(iii),(iv),  and  (4)  (i)  of  this  section; 
$12.00  for  all  containers  in  the  sample 
submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  and  (4)  (ii)  of  this 
section. 

63.  Section  146a.24  is  amended  in  the 
following  respects. 

a.  By  changing  paragraph  (d)  (2)  and 
(3)  to  read: 

(2)  If  such  batch  is  packaged  for  dis¬ 
pensing,  such  person  shall  submit  with 
his  request  a  sample  consisting  of  the 
following : 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  con¬ 
tainers  in  the  batch,  but  in  no  case  less 
than  the  following  number  of  contain¬ 
ers:  * 

(a)  If  it  is  not  crystalline  penicillin, 
six. 

(b)  If  it  is  crystalline  penicillin,  but 
it  is  not  crystalline  penicillin  G  or 
crystalline  penicillin  O,  eight. 

(c)  If  it  is  crystalline  penicillin  G  or 
crystalline  penicillin  O,  ten. 

(d)  If  it  is  packaged  in  containers  of 
less  than  100,000  units  each  for  dental 
use,  20,  if  it  is  not  crystalline  penicillin; 
and  40  if  it  is  crystalline  penicillin. 

Such  samples  shall  be  collected  by 
taking  single  immediate  containers,  be¬ 
fore  or  after  labeling,  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 


during  the  intervals  are  approximately 
equal. 

(ii)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  in¬ 
tervals  throughout  each  filling  operation 
or  40  immediate  containers  if  each  con¬ 
tains  less  than  600  milligrams. 

(3)  If  such  batch  is  packaged  for  re¬ 
packing  or  for  use  in  the  manufacture 
of  another  drug,  such  person  shall  sub¬ 
mit  with  his  request  an  accurately 
representative  sample  of  the  batch,  con¬ 
sisting  of  the  following: 

(i)  For  all  tests  except  sterility:  Six 
packages;  or  in  the  case  of  crystalline 
penicillin,  10  packages,  containing  ap¬ 
proximately  equal  portions  of  not  less 
than  60  milligrams  each. 

(ii)  For  sterility  testing:  20  packages 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i)  (o) , 
(b),  and  (c),  (3)  (i) ,  and  (4)  of  this 
section;  $1.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  accord¬ 
ance  with  paragraph  (d)  (2)  (i)  (d)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  contain¬ 
ers  in  the  sample  submitted  for  the  first 
repeat  sterility  test,  in  accordance  with 
paragraph  (d)  (2)  (ii)  and  (3)  (ii)  of  this 
section. 

64.  Section  146a.25  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (ii)  and  the  concluding  sentence  to 
subparagraph  (3)  to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
package  for  each  5,000  packages  in  the 
batch,*  but  in  no  case  less  than  five 
packages. 

Such  samples  shall  be  collected  by  taking 
single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation,  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 

(ii)  The  penicillin  used  in  making  the 
batch: 

(a)  For  all  tests  except  sterility:  6 
packages  if  it  is  calcium  penicillin,  or  10 
packages  if  it  is  crystalline  penicillin, 
each  containing  approximately  equal 
portions  of  not  less  than  60  milligrams. 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  §  146a.24(b). 
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b.  By  changing  paragraph  (e)(1)  to  I 
read:  i 

(1)  $4.00  for  each  package  in  the  ' 
samples  submitted  in  accordance  with 
paragraph  (d)(3)  (i)(a),  (ii)(a),  and  1 
<iii)  of  this  section;  $12.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
initial  sterility  test,  and  $24.00  for  all 
containers  in  the  sample  submitted  for 
the  first  repeat  sterility  test,,  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  (b)  and 
(ii)  (b)  of  this  section. 

65.  Section  146a.35  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)(3)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (3)  to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  five  immediate  con¬ 
tainers,  unless  each  such  container  is 
packaged  t<5  contain  more  than  1  gram, 
in  which  case  the  sample  shall  consist 
of  1  gram  for  each  5,000  immediate 
containers  in  the  batch,  but  in  no  case 
less  than  5  grams. 

Such  samples  ^hall  be  collected  by  tak¬ 
ing  single  immediate  containers  or  1- 
gram  portions  at  such  intervals  through¬ 
out  the  entire  time  of  packaging  the 
batch  that  the  quantities  packaged  dur¬ 
ing  the  intervals  are  approximately 
equal. 

(b)  For  sterility  testing:  20  immediate 
containers,  collected  at  regular  intervals 
throughout  each  filling  operation  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams  of  powder. 

(ii)  The  penicillin  used  in  making  the 
batch: 

(c)  For  all  tests  except  sterility:  Five 
packages;  or  in  the  case  of  crystalline 
penicillin,  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams: 

(b)  For  sterility  testing :  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  §  146a.24(b). 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)(3)  (i)(a),  (ii)(a), 
and  (iii)  of  this  section;  $12.00  for  all 
containers  in  the  sample  submitted  for 
the  initial  sterility  test,  and  $24.0dlor  all 
containers  in  the  sample  submitted  for 
the  first  repeat  sterility  test,  in  accord¬ 
ance  with  paragraph  (d)  (3)  (i)  (b)  and 

(ii)  (b)  of  this  section. 

66.  Section  146a.41  is  amended  in^the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (3)  to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
Package  for  each  500  packages  In  the 
Patch,  but  in  no  case  less  than  five  pack¬ 
ages  or  more  than  15  packages. 


Such  samples  shall  be  collected  by  tak-  l 
ing  single  packages  at  such  intervals  i 
throughout  the  entire  time  of  packaging  i 
the  batch  that  the  quantities  packaged  1 
during  the  intervals  are  approximately  < 
equal.  < 

(b)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  inter-  < 
vals  throughout  each  filling  operation  or 
40  immediate  containers  if  each  contains 
less  than  600  milligrams. 

(ii)  The  penicillin  used  in  making  the 
batch: 

(a)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams. 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  §  146a.24(b). 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) , 
(ii)  (a)  and  (iii)  of  this  section;  $12.00 
for  all  Containers  in  the  sample  sub¬ 
mitted  for  the  initial  sterility  test,  and 
$24.00  for  all  containers  in  the  sample 
submitted  for  the  first  repeat  sterility 
test,  in  accordance  with  paragraph  (d) 
(3)  (i)  (b)  and  (ii)  (b)  of  this  section. 

67.  £  ition  146a.42  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 

(i)  For  all  tests  except  sterility:  Six 
packages,  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams  each. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from 
a  different  part  of  such  batch  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i)  and 
(3)  of  this  section;  $12.00  for- all  con¬ 
tainers  in  the  sample  submitted  for  the 
initial  sterility  test,  and  $24.00  for  all 
'  containers  in  the  sample  submitted  for 
the  first  repeat  sterility  test,  in  accord- 
.  ance  with  paragraph  (d)  (2)  (ii)  of  this 
section. 

68.  Section  146a.43  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
l  and  (ii)  and  the  concluding  sentence  in 
subparagraph  (3)  to  read: 

(i)  The  batch: 

s  (a)  For  all  tests  except  sterility:  One 
i  package  for  each  500  packages  in  the 
•  batch,  but  in  no  case  less  than  three 
packages  or  more  than  12  packages. 


Such  samples  shall  be  collected  by  taking 
single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 

(ii)  The  aluminum  penicillin  used  in 
making  the  batch : 

(a)  For  all  tests  except  sterility:  Six 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  300  milli¬ 
grams. 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  8  146a.42(b). 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $8.00  for  each  package  in  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (a)  of  this  section; 
$4.00  for  each  package  in  the  sample 
submitted  in  accordance  with  paragraph 

(d)  (3)  (ii)  (a)  and  (iii)  of  this  section; 
$12.00  for  all  containers  in  the  sample 
submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  and  (ii)  (b)  of  this 
section. 

69.  Section  146a.44  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first  re¬ 
peat  sterility  test,  in  accordance  with 
paragraph  (d)  (2)  (ii)  of  this  section. 

70.  Section  146a.45  is  amended  in  the 

following  respects:  , 

a.  By  changing  paragraph  (d)  (3)  (i) 
i  and  (ii)  and  the  concluding  sentence  in 
subparagraph  (3)  to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  five 
packages. 
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Such  samples  shall  be  collected  by  taking 
single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation  or  40 
immediate  containers  if  each  contains 
less  them  600  milligrams. 

(ii)  The  procaine  penicillin  used  in 
making  the  batch : 

(a)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
equal  portions  of  300  milligrams. 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  §  146a.44(b). 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(i)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)(3)  (i) (a) ,  (ii) (a),  and  (iii) 
of  this  section;  $12.00  for  all  containers 
in  the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first, 
repeat  sterility  test,  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  and  (ii)  (b)  of 
this  section. 

71.  Section  146a.47  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) , 
and  (4)  (1)  and  (ii)  and  the  concluding 
sentence  in  subparagraph  (4)  to  read: 

(d)  •  *  • 

(3)  *  *  • 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers,  collected  at  regular  intervals 
throughout  each  filling  operation  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 

•  *  •  •  * 

(4)  *  *  * 

(1)  For  all  tests  except  sterility:  10 
packages  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)  (2)  to 
read: 

(2)  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 


test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  and  (4)  (ii)  of  this 
section. 

72.  Section  146a.48  is  amended  in  the 
following  respects : 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first 
repeat  sterility  test,  in  accordance  with 
paragraph  (d)  (2)  (ii)  of  this  section. 

73.  Section  146a.52  is  amended  in  the 
following  respects: 

a.  By  changing  the  last  sentence  of 
paragraph  (a)  (3)  to  read:  “In  addition 
to  the  20  immediate  containers  required 
by  §  146a.45(d)(3)(i)(b).  he  shall  also 
submit  in  connection  with  his  request  a 
sample  consisting  of  not  less  than  six 
packages  of  the  batch  of  procaine  peni¬ 
cillin  and  crystalline  penicillin  in  oil; 
a  sample  of  the  crystalline  penicillin  used 
in  making  the  batch,  consisting  of  10 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  60  milli¬ 
grams;  and  20  packages  for  sterility  test¬ 
ing,  each  containing  approximately  equal 
portions  of  not  less  than  600  milligrams.” 

b.  By  changing  paragraph  (b)  (3)  to 

read :  r 

(3)  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in 
the  sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (a)  (3)  of  this  section. 

74.  Section  146a.58  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (ii)  to  read: 

(d)  *  •  * 

(3)  *  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  12  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 


(b)  For  sterility  testing :  20  immediate 
containers,  collected  at  regular  intervals 
throughout  each  filling  operation,  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 

***** 

(4)  *  *  • 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  equai 
portions  of  at  least  600  milligrams. 

b.  By  changing  paragraph  ie)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)(3)  (ii), 
(iii),  (iv),  (v),  (vi),  and  (vii)  of  this 
section;  $5.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (a)  and  (4)  (i)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first 
repeat  sterility  test,  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  and  (4)  (ii)  of 
this  section. 

75.  Section  146a.63  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (ii)  to  read: 

(d)  *  *  * 

(3)  *  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immedi¬ 
ate  containers,  collected  at  regular 
intervals  throughout  each  filling  opera¬ 
tion,  or  40  immediate  containers  if  each 
contains  less  than  600  milligrams. 

***** 

(4)  *  *  * 

(ii)  For  sterility  testing:  20  packages, 

each  containing  approximately  600 

milligrams,  , 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 

paragraph  (d)(3)  (ii),  (iii),  and  (iv)  of 
this  section;  $5.00  for  each  immediate 
container  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (a)  and  (4)  (i)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
first  repeat  sterility  test,  in  accordance 
with  paragraph  (d)  (3)  (i)  (b)  and 

(4)  (ii)  of  this  section. 

76.  Section  146a.64  is  amended  in  the 
following  respects : 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 
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(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  contain¬ 
er  in  the  samples  submitted  in  accord¬ 
ance  with  paragraph  (d)  (2)  (i)  and  (3) 
of  this  section;  $12.00  for  all  containers 
in  the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
first  repeat  sterility  test,  in  accordance 
with  paragraph  (d)  (2)  (ii)  of  this 
section. 

77.  Section  146a.65  is  amended  in  the 
following,  respects : 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (ii)  and  the  concluding  sentence 
in  subparagraph  (3)  to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  five 
packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packag¬ 
ing  the  batch  that  the  quantities  pack¬ 
aged  during  the  intervals  are  approxi¬ 
mately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers,  collected  at  regular  intervals 
throughout  each  filling  operation,  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams 

(ii)  The  Z-ephenamine  penicillin  G 
used  in  making  the  batch: 

(a)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  300 
milligrams 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  portion  shall  be  taken  from  a 
different  part  of  such  batch  and  each* 
shall  be  packaged  in  accordance  with 
the  requirements  of  §  146a.64(b) . 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)(3)  (i)  (a),  (ii)(a),  and  (iii) 
?*  this  section;  $12.00  for  all  containers 
in  the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first  re- 
Wat  sterility  test,  in  accordance  with 
Wfagraph  (d)  (3)  (i)  (b)  and  (ii)  (b)  of 
this  section. 

78.  Section  146a.66  is  amended  in  the 
iollowing  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (i)  and  (ii)  and  the  concluding 
sentence  in  subparagraph  (4)  to  read: 
(d)  *  *  * 

(3)  *  *  * 
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(i)  The  batch: 

(o)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  10  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation,  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 


(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

( 1 )  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (i)  (a) ,  (ii) , 
(iii),  (iv),  and  (4) (i)  of  this  section; 
$12.00  for  all  containers  in  the  sample 
submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the  sam¬ 
ple  submitted  for  the  first  repeat  sterility 
test,  in  accordance  with  paragraph  (d) 
(3)  (i)  (b)  and  (4)  (ii)  of  this  section. 

79.  Section  146a.67  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (ii)  to  read: 

(d)  *  *  * 

(3)  *  *  * 

(i)  The  batch: 

(o)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  12  immediate  contain¬ 
ers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers,  collected  at  regular  intervals 
throughout  each  filling  operation,  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 


(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  equal 
portions  of  at  least  4  milliliters. 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)(3)  (ii), 
(iii),  and  (iv)  of  this  section;  $5.00  for 


each  container  submitted  in  accordance 
with  paragraph  (d)  (3)  (i)  (a)  and  (4)  (i) 
of  this  section;  $12.00  for  all  containers 
in  the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first  re¬ 
peat  sterility  test,  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  and  (4)  (ii)  of 
this  section. 

80.  Section  146a.68  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch  and  each 
shall  be  packaged  in  accordance  with  the 
requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

( 1 )  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  <9)  (2)  (i)  and  (3)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial  ste¬ 
rility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first  re¬ 
peat  sterility  test,  in  accordance  with 
paragraph  (d)  (2)  (ii)  of  this  section. 

81.  Section  146a.74  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 

%(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section.  . 

b.  By  changing  paragraph  (e)(1)  to 
read: 

( 1 )  $4 .00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial  ste¬ 
rility  test,  and  $24.00  for  all  containers  in 
the  Sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (2)  (ii)  of  this  section. 

82.  Section  146a.75  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) , 
(4)  (i)  and  (ii) ,  and  the  concluding  sen¬ 
tence  in  subparagraph  (4)  to  read: 

(d)  *  *  * 

(3)  *  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  10  immediate  con¬ 
tainers. 
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Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immedi¬ 
ate  containers,  collected  at  regular  inter¬ 
vals  throughout  each  filling  operation, 
or  40  immediate  containers  if  each  con¬ 
tains  less  than  600  milligrams. 

•  •  •  *  * 

(4)  *  •  • 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

Each  such  package  shall  be  taken  from 
a  different  portion  of  such  batch,  and 
each  shall  be  packaged  in  accordance 
with  the  requirements  of  paragraph  (b) 
of  this  section. 

b.  By  changing  paragraph  (e)  (1)  to 
read:  — 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i) 
(a) ,  (ii) ,  (iff) ,  (iv) ,  and  (4)  (i)  of  this 
section;  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  fo^  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  and  (4)  (ii)  of  this 
section. 

83.  Section  146a.77  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (i)  and  (ii),  and  the  concluding 
sentence  In  subparagraph  (4)  to  read: 

(d)  *  *  * 

(3)  •  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  10  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immedi¬ 
ate  containers,  collected  at  regular  in¬ 
tervals  throughout  each  filling  operation, 
or  40  immediate  containers  if  each  con¬ 
tains  less  than  600  milligrams. 

*  •  *  •  • 

(4)  *  *  • 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  mil¬ 
ligrams. 

Each  such  package  shall  be  taken  from 
a  different  portion  of  such  batch,  and 
each  shall  be  packaged  in  accordance 
with  the  requirements  of  paragraph  (b) 
of  this  section. 
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b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  tor  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a), 
(ii) ,  (iff) ,  (iv) ,  and  (4)  (i)  of  this  section; 
$12.00  for  all  containers  in  the  sample 
submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the  sam¬ 
ple  submitted  for  the  first  repeat  steril¬ 
ity  test,  in  accordance  with  paragraph 
(d)  (3)  (i)  (b)  and  (4)  (ii)  of  this  section. 

84.  Section  146a.79  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 

(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i)  and 
(3)  of  this  section;  $12.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
initial  sterility  test,  and  $24.00  for  all 
containers  in  the  sample  submitted  for 
the  first  repeat  sterility  test,  in  accord¬ 
ance  with  paragraph  (d)  (2)  (ii)  of  this 
section. 

85.  Section  146a.80  is  amended  in  the 
following  respects : 

a.  By  changing  paragraph  (d)  (3)  (1) 
and  (4)  (i)  and  (ii) ,  and  the  concluding 
sentence  in  subparagraph  (4)  to  read: 

(d)  *  *  * 

(3)  *  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  10  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  in¬ 
tervals  throughout  each  filling  operation, 
or  40  immediate  containers  if  each  con¬ 
tains  less  than  600  milligrams. 

***** 

(4)  *  *  * 

(i)  For  all  tests  except  sterility:  10 

packages,  each  containing  approximately 
300  milligrams.  / 

(ii)  For  sterility  testing:  20  packages 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch,  and  each 


shall  be  packaged  In  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

b.  By  changing  paragraph  (e)(1)  to 
read:  , 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) 
(ii),  (iff),  and  (iv)  and  (4) (i)  of  this 
section;  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3(1)  (b)  and  (4)  (ii)  of  this 
section. 

86.  By  amending  $  146a.82  in  the  fol¬ 
lowing  respects: 

a.  By  changing  paragraph  (d)  (3)  to 
read: 

(3)  Except  as  otherwise  provided  by 
subparagraph  (4)  of  this  paragraph, 
such  person  shall  submit  in  connection 
with  his  request,  in  the  quantities  here¬ 
inafter  indicated,  accurately  representa¬ 
tive  samples  of  the  following: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  seven 
packages. 

Such  samples  shall  be  collected  by  taking 
single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation,  or  40 
immediate  containers  if  each  contains 
less  than  600  milligrams. 

(ii)  The  penicillin  used  in  making  the 
batch: 

(a)  For  all  tests  except  sterility:  Five 
packages,  or  in  the  case  of  crystalline 
penicillin,  10  packages,  each  containing 
approximately  equal  portions  of  not  less 
than  60  milligrams  if  it  is  not  procaine 
penicillin,  and  not  less  than  300  milli¬ 
grams  if  it  is  procaine  penicillin. 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  equal 
portions  of  600  milligrams. 

Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146a. 24(b)  or  §  146a.44(b) . 

(iff)  The  streptomycin  or  dihydro¬ 
streptomycin  used  in  making  the  batch: 

(a)  For  all  tests  except  sterility:  Five 
packages  containing  approximately  equal 
portions  of  not  less  than  0.5  gram. 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  equal 
portions  of  300  milligrams. 

Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146b. 101(b)  of  this  chapter. 

(iv)  The  bacitracin  used  in  making  the 
batch: 

(a)  For  all  tests  except  sterility:  Six 
packages,  each  containing  approximately 
equal  portions  of  not  less  than  0.5  gram. 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  equal 
portions  of  300  milligrams. 
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Such  samples  shall  be  packaged  in  ac¬ 
cordance  with  the  requirements  of 
§  146e.401(b)  of  this  chapter. 

(v)  In  case  of  an  initial  request  for 
certification:  Eaph  other  ingredient 
used  in  making  the  batch;  one  package 
of  each,  containing  approximately  5 
grams. 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii)  (a) ,  (iii)  (a) ,  (iv) 
(o),  and  (v)  of  this  section;  $6.00  for 
each  immediate  container  submitted  in 
accordance  with  paragraph  (d)  (3)  (i) 
(o)  of  this  section;  $4.00  for  each  im¬ 
mediate  container  submitted  in  accord¬ 
ance  with  paragraph  (d)  (3)  (ii)  (a)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
first  repeat  sterility  test  in  accordance 
with  paragraph  (d)(3)  (i)(b),  (ii)(b), 
(iii)  (b) ,  and  (iv)  (b)  of  this  section. 

87.  Section  146a.84  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (ii)  to  read: 

(d)  *  •  * 

(3)  *  *  * 

(i)  The  batch: 

(c)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  13  (14  if  it  contains 
benzathine  penicillin  G)  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing :  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation,  or  40 
immediate  containers  if  each  contains 
less  than  1.0  gram. 


(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  equal 
portions  of  at  least  1.0  gram. 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  container  submitted 
in  accordance  with  paragraph  (d)  (3) 
(ii),  (iii),  (iv),  (v),  (vi),  and  (vii)  of 
this  section;  $6.00  for  each  immediate 
container  submitted  in  accordance  with 
Paragraph  (d)  (3)  (1)  (a)  and  (4)  (i)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first  re¬ 
peat  sterility  test,  in  accordance  with 
Paragraph  (d)  (3)  (i)  (b)  and  (4)  <ii) 
of  this  section. 

88.  Section  146a.94  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 


(i)  For  all  tests  except  sterility:  10 
packages,  each  containing  approximately 
300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from  a 
different  part  of  such  batch,  and  each 
shall  be  packaged  in  accordance  with 
the  requirements  of  paragraph  (b)  of 
this  section. 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first 
repeat  sterility  test,  in  accordance  with 
paragraph  (d)  (2)  (ii)  of  this  section. 

89.  Section  146a.l01  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (a)  (4)  (ii) 
to  read : 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600  milli¬ 
grams. 

b.  By  changing  paragraph  (b)  (3)  to 
read: 

(3)  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (a)  (4)  (ii)  of  this  section. 

90.  Section-146a.l02  is  amended  in  the 
following  respects: 

a.  By  changing  the  second  sentence  in 
paragraph  (a)  (3)  to  read:  “He  shall  also 
submit  in  connection  with  his  request  a 
sample  consisting  of  not  less  than  seven 
immediate  containers  of  the  batch,  and 
(unless  it  was  previously  submitted)  a 
sample  consisting  of  five  packages  (for 
all  tests  except  sterility)  and  20  pack¬ 
ages  for  sterility  testing,  each  containing 
approximately  0.5  gram  of  the  strepto¬ 
mycin  or  dihydrostreptomycin  used  in 
making  the  batch,  packaged  in  accord¬ 
ance  with  the  requirements  of  §  146b. 101 
(b)  of  this  chapter.” 

b.  By  changing  paragraph  (b)  (3)  to 
read: 

(3)  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test. 

91.  Section  146a.l05  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  to  read: 

(i)  for  all  tests  except  sterility:  10 
packages,  each  containing  approxi¬ 
mately  300  milligrams. 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  600 
milligrams. 

Each  such  package  shall  be  taken  from 
a  different  part  of  such  batch,  and  each 
shall  be  packaged  In  accordance  with  the 


requirements  of  paragraph  (b)  of  this 
section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i)  and  (3)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
first  repeat  sterility  test,  in  accordance 
with  paragraph  (d)  (2)  (ii)  of  this  sec¬ 
tion. 

92.  Section  146b.l01  is  amended  in  the 
following  respects : 

a.  By  changing  paragraph  (d)(2)  (i) 
and  (ii)  and  (3)  (ii)  to  read: 


(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  five  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 


(ii)  For  sterility  testing :  20  packages. 

b.  By  changing  paragraph  (e)(1)  to 
read : 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i) , 
(3)  (i) ,  and  (4)  of  this  section;  $12.00  for 
all  containers  in  the  sample  submitted 
for  the  initial  sterility  test,  and  $24.00 
for  all  containers  in  the  sample  sub¬ 
mitted  for  the  first  repeat  sterility  test 
in  accordance  with  paragraph  (d)  (2)  (ii) 
and  (3)  (ii)  of  this  section. 

93.  Section  146b.l05  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  to  read: 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch;  but 
in  no  case  less  than  50  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers,  before  or 
after  labeling,  at  such  intervals  through¬ 
out  the  entire  time  of  packaging  the 
batch  that  the  quantities  packaged  dur¬ 
ing  the  intervals  are  approximately 
equal. 

(ii)  For  sterility  testing:  20  immedi¬ 
ate  containers,  collected  at  regular  inter¬ 
vals  throughout  each  filling  operation. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $1.00  for  each  immediate  con¬ 
tainer  submitted  in  accordance  with  par¬ 
agraph  (d)  (2)  (i)  of  this  section;  $4.00 
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for  each  package  in  the  sample  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  of  this  section;  $12.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
initial  sterility  test,  and  $24.00  for  all 
containers  in  the  sample  submitted  for 
the  first  repeat  sterility  test,  in  accord¬ 
ance  with  paragraph  (d)  (2)  (il)  of  this 
section. 

94.  Section  146b.lC6  is  amended  in  the 
following  respects : 

a.  By  changing  paragraph  (d)  (3)  (1) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (3)  to  read: 

(i)  The  batch,  if  packaged  for  dis¬ 
pensing: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  Im¬ 
mediate  containers  in  such  batch;  but 
in  no  case  less  than  five  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  Intervals 
throughout  each  filling  operation. 

(ii)  The  batch,  if  packaged  for  use  in 
the  manufacture  of  another  drug: 

(a)  For  all  tests  except  sterility:  Five 
packages. 

(b)  For  sterility  testing:  20  packages. 

Each  such  package  shall  contain  approx¬ 
imately  2  milliliters,  taken  from  a  differ¬ 
ent  part  of  such  batch,  and  each  shall  be 
packaged  in  accordance  with  the  require¬ 
ments  of  paragraph  (b)  of  this  section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) , 
(ii)  (a) ,  and  (5)  of  this  section;  $4.00 
for  each  package  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (iii)  and  (iv)  of  this  section; 
$12.00  for  all  containers  in  the  sample 
submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the  sam¬ 
ple  submitted  for  the  first  repeat  sterility 
test,  in  accordance  with  paragraph  (d) 
(3)  (i)  (b)  and  (ii)  (b)  of  this  section. 

95a.  Section  146b.l09(d)  (3)  (i)  (b)  is 
amended  to  read: 

(b)  For  sterility  testing:  20  pads. 

b.  Section  146b.l09  is  further  amend¬ 
ed  by  changing  paragraph  (e)(1)  to 
read: 

(1)  $1.00  for  each  pad  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a)  of  this  section;  $4.00  for 
each  package  in  the  samples  submitted 
in  accordance  with  paragraph  (d)  (3) 
(ii) ,  (iii) ,  (iv) ,  and  (v)  of  this  section; 
$12.00  for  all  pads  in  the  sample  sub¬ 
mitted  for  the  initial  sterility  test,  and 
$24.00  for  all  pads  in  the  sample  sub¬ 
mitted  for  the  first  repeat  sterility  test, 
in  accordance  with  paragraph  (d)  (3)  (1) 
(b)  of  this  section. 

96.  Section  146b.ll3  is  amended  in  the 
following  respects: 


a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (ii)  to  read: 

(d)  •  *  * 

(3)  *  *  • 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  six  Immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 

***** 

(4)  *  *  • 

(ii)  For  sterility  testing:  20  packages. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(e)  *  *  * 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  Samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) 
and  (4)  (i)  of  this  section;  $4.00  for  each 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (ii)  and  (iii)  of  this 
section;  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  and  (4)  (ii)  of  this 
section. 

97.  Section  146b.ll6  is  amended  in  the 
following  respects : 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  the  concluding  sentence  in 
subparagraph  (2)  and  (3)  (ii)  to  read: 

(d)  •  •  * 

(2)  *  •  • 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  six  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal: 

(ii)  For  sterility  testing :  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 

(3)  *  •  * 

(ii)  For  sterility  testing:  20  packages, 
each  containing  the  equivalent  of  ap¬ 
proximately  0.5  gram. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)(i),  (3) 
(1) ,  and  (4)  of  this  section;  $12.00  for  all 
containers  in  the  sample  submitted  for 
the  initial  sterility  test,  and  $24.00  for  all 
containers  in  the  sample  submitted  for 
the  first  repeat  sterility  test,  in  accord¬ 
ance  with  paragraph  (d)  (2)  (ii)  and  (3) 
(il)  of  this  section. 


98.  Section  146c .201  is  amended  in  the 
following  respects : 

a.  By  changing  paragraph  (d)  (2)  (1) 
and  (ii)  and  (3)  (ii)  to  read: 

(d)  •  •  * 

(2)  •  •  * 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  eight  immediate  con¬ 
tainers,  collected  by  taking  single  im¬ 
mediate  containers  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

(ii)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 

(3)  *  *  • 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  50  milli¬ 
grams. 

b.  By  changing  paragraph  (c)  (1)  to 
read: 

(1)  $10.00  for  each  Immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i),  (3) 

(i) ,  and  (4)  of  this  section;  $4.00  for 
each  immediate  container  in  the  sample 
submitted  in  accordance  with  paragraph 
(d)  (5)  of  this  section;  $12.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
initial  sterility  test,  and  $24.00  for  all 
containers  in  the  sample  submitted  for 
the  first  repeat  sterility  test,  in  accord¬ 
ance  with  paragraph  (d)  (2)  (ii)  and  (3) 

(ii)  of  this  section. 

99.  Section  146C.206  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  five  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a), 
(ii),  and  (iii)  of  this  section;  $12.00  for 
all  containers  in  the  sample  submitted 
for  the  initial  sterility  test,  and  $24.00  for 
all  containers  in  the  sample  submitted 
for  the  first  repeat  sterility  test,  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (b) 
of  this  section. 

100.  Section  146c.211  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
(b)  and  (ii)  (b)  to  read: 

(d)  *  *  • 

(3)  •  •  • 

(!)••• 
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(b)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  inter¬ 
vals  throughout  each  filling  operation. 

(ii)  *  •  * 

(b)  For  sterility  testing:  20  packages, 
each  containing  approximately  50  milli¬ 
grams  packaged  in  accordance  with  the 
requirements  of  §  146c.201(b). 

\ 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) , 
(ii)  (a) ,  and  (iii)  of  this  section;  $12.00 
for  all  containers  in  the  sample  sub¬ 
mitted  for  the  initial  sterility  test,  and 
$24.00  for  all  containers  in  the  sample 
submitted  for  the  first  repeat  sterility 
test,  in  accordance  with  paragraph  (d) 

(3)  (i)  (b)  and  (ii)  (b)  of  this  section. 

101.  Section  146C.213  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
package  for  each  5,000  packages  in  the 
batch,  but  in  no  case  less  than  five 
packages. 

(b)  For  sterility  testing:  20  packages. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  packages  at  such  intervals 
throughout  the  entire  time  of  packaging 
the  batch  that  the  quantities  packaged 
during  the  intervals  are  approximately 
equal. 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  package  in  the 
I  samples  submitted  in  accordance  with 
|  paragraph  (d)  (3)  (i)  (a) ,  (ii)  and  (iii) 

I  of  this  section;  $12.00  for  all  packages  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  packages 
in  the  sample  submitted  for  the  first 
repeat  sterility  test,  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section. 

102.  Section  146c.214  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
(b)  to  read: 

(b)  For  sterility  testing:  20  dressings. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) , 

(ii) ,  and  (iii)  of  this  section;  $12.00  for 
all  containers  in  the  sample  submitted 
lor  the  initial  sterility  test,  and  $24.00 
for  all  containers  in  the  sample  submit¬ 
ted  for  the  first  repeat  sterility  test,  in 
accordance  with  paragraph  (d)  (3)  (i) 
(b)  of  this  section. 

103.  Section  146c.221  is  amended  in 
the  following  respects : 

a.  By  changing  paragraph  (d)  (3)  (i) 
ahd  (4)  (ii)  to  read: 

(d)  *  *  * 

(3)  *  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
unmediate  container  for  each  5,000  im- 
mediate  containers  in  the  batch,  but  in 
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no  case  less  than  10  Immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  in¬ 
tervals  throughout  each  filling  operation. 


(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  50  milli¬ 
grams  of  tetracycline  hydrochloride  or 
tetracycline  phosphate  complex. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)(a), 

( ii ) ,  (iii) ,  (iv) ,  and  (4)  (i)  of  this  sec¬ 
tion;  $12.00  for  all  containers  in  the  sam¬ 
ple  submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the  sam¬ 
ple  submitted  for  the  first  repeat  steril¬ 
ity  test,  in  accordance  with  paragraph 
(d)  (3)  (i)  (b)  and  (4)  (ii)  of  this  section.  • 

104.  Section  146c.227  is  amended  in 
the  following  respects : 

a.  By  changing  paragraph  (d)  (3)  (i) 
(b)  to  read: 

(b)  For  sterility  testing:  20  con¬ 
tainers. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  package  in  the  sam¬ 
ples  submitted  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (a) ,  (ii) ,  and  (iii)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial  ste¬ 
rility  test,  and  $24.00  for  all  containers 
in  the  sample  submitted  for  the  first  re¬ 
peat  sterility  test;  in  accordance  with 
paragraph  (d)  (3)  (1)  (b)  of  this  section. 

105.  Section  146c.235  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)(3)(i) 
to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  12  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  in¬ 
tervals  throughout  each  filling  operation. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)(3)(i)(a) 
of  this  section;  $12.00  for  all  containers 
in  the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  contain¬ 
ers  in  the  sample  submitted  for  the  first 
repeat  sterility  test,  in  accordance  with 


paragraph  (d)  (3)  (i)  (b)  of  this  section; 
$4.00  for  each  immediate  container  in 
the  samples  submitted  in  accordance 
with  paragraph  (d)(3)  (ii),  (iii),  (iv), 
and  (v)  of  this  section. 

106.  Section  146c.242  is  amended  in 
the  following  respects: 

a.  By  changing  the  second  sentence  in 
paragraph  (b)  (2)  to  read:  ‘‘He  shall  also 
submit  in  connection  with  his  request  a 
sample  consisting  of  20  immediate  con¬ 
tainers  of  the  batch  for  sterility  testing.” 

b.  By  changing  paragraph  (b)  (3)  (i) 
to  read: 

(i)  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat' 
sterility  test. 

107.  Section  146c.244  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)(3)(i) 
(b)  to  read: 

(b)  For  sterility  testing:  20  packages. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $5.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)  (a) 
of  this  section;  $12.00  for  all  containers 
in  the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  all  contain¬ 
ers  in  the  sample  submitted  for  the  first 
repeat  sterility  test  in  accordance  with 
paragraph  (d)  (3)  (i)  (b)  of  this  section; 
$4.00  for  each  immediate  container  in 
the  samples  submitted,  in  accordance 
with  paragraph  (d)  (3)  (ii) ,  (iii) ,  and 
(iv)  of  this  section. 

108.  Section  146C.247  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
(b)  to  read: 

(b)  For  sterility  testing:  20  packages. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $1.50  for  each  package  in  the 
sample  submitted  in  accordance  with 
paragraph  (d)  (3)  (i)  (a)  of  this  section; 
$4.00  for  each  package  in  the  samples 
submitted  in  accordance  with  paragraph 
(d)  (3)  (ii)  and  (iii)  of  this  section; 
$12.00  for  all  containers  in  the  sample 
submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  of  this  section. 

109.  Section  146C.249  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (ii)  to  read: 

(d)  *  *  * 

(3)  *  *  * 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  10  immediate  contain¬ 
ers  collected  by  taking  single  immediate 
containers  at  such  intervals  through¬ 
out  the  entire  time  of  packaging  the 
batch  that  the  quantities  packaged  dur¬ 
ing  the  intervals  are  approximately 
equal. 
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<b)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  in¬ 
tervals  throughout  each  filling  opera¬ 
tion. 


(4)  •  •  * 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  50  milli¬ 
grams  of  rolitetracycline. 

b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (3)  (i)(a), 
(ii) ,  (iii) ,  (iv) ,  and  4(i)  of  this  section; 
$12.00  for  all  containers  in  the  sample 
submitted  for  the  initial  sterility  test, 
and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para-, 
graph  (d)  (3)(i)(b)  and  4(ii)  of  tltis 
section. 


(ii)  For  sterility  testing:  20  immedi¬ 
ate  containers  collected  at  regular  inter¬ 
vals  throughout  each  filling  operation. 

(3)  •  •  • 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  50  milli¬ 
grams. 

Each  such  package  shall  be  packaged  in 
accordance  with  the  requirements  of 
paragraph  (b)  of  this  section. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  samples  submitted  in  ac¬ 
cordance  with  paragraph  (d)  (2)  (i) , 
(3)  (i) ,  and  (4)  of  this  section;  $12.00 
for  all  containers  in  the  samples  sub¬ 
mitted  for  the  initial  sterility  test,  and 
$24.00  for  all  containers  in  the  sample 
submitted  for  the  first  repeat  sterility 
test,  in  accordance  with  paragraph  (d) 

(2)  (ii)  and  (3)  (ii)  of  this  section. 


110.  Section  146c.250  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
and  (4)  (ii)  to  read: 


112.  Section  146d.304  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
to  read: 


(d)  •  *  * 

(3)  •  •  • 

(i)  Hie  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  10  immediate  contain¬ 
ers  collected  by  taking  single  immediate 
containers  at  such  intervals  throughout 
the  entire  time  of  packaging  the  batch 
that  the  quantities  packaged  during  the 
intervals  are  approximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 


(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  five  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 


(4)  •  *  • 

(ii)  For  sterility  testing:  20  packages, 
each  containing  approximately  50  milli¬ 
grams  of  rolitetracycline. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  container 
in  the  sample  submitted  in  accordance 
with  paragraph  (d)  (3)  (i)  (a) ,  (ii) ,  (iii) , 
(iv),  and  (4)  (i)  of  this  section;  $12.00 
for  all  containers  in  the  sample  sub¬ 
mitted  for  the  initial  sterility  test,  and 
$24.00  for  all  containers  in  the  sample 
submitted  for  the  first  repeat  sterility 
test,  in  accordance  with  paragraph  (d) 
(3)  (i)  (b)  and  (4)  (ii)  of  this  section. 

111.  Section  146d.301  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  (3)  (ii)  and  the  concluding 
sentence  in  subparagraph  (3)  to  read: 

(d)  *  *  * 

(2)  •  •  * 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  eight  immediate 
containers. 

Such  samples  shall  be  collected  by  tak¬ 
ing  single  immediate  containers  at  such 
intervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 


b.  By  changing  paragraph  (e)(1)  to 
read: 

(1)  $4.00  for  each  immediate  con¬ 
tainer  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph 
(d)  (3)  (i)  (a) ,  (ii),  and  (iii)  of  this  sec¬ 
tion;  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  of  this  section. 

113.  Section  146d.307  is  amended  in 
the  following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i)  to 
read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but 
in  no  case  less  than  eight  immediate 
containers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 


(1)  $10.00  for  each  immediate  con¬ 
tainer  in  the  sample  submitted  in  accord¬ 
ance  with  paragraph  (d) (3) (i) (a),  of 
this  section;  $4.00  for  each  package  in 
the  samples  submitted  in  accordance 
with  paragraph  (d)  (3)  (ii)  and  (iii)  of 
this  section;  $12.00  for  all  containers  in 
the  sample  submitted  for  the  initial 
sterility  test,  and  $24.00  for  containers  in 
the  sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  of  this  section. 

114.  Section  146e.401  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (2)  (i) 
and  (ii)  and  (3)  (ii)  to  read: 

(d)  *  •  * 

(2)  •  •  • 

(i)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  such  batch,  but  in 
no  case  less  than  six  immediate  con¬ 
tainers.  If  a  sample  of  such  batch  has 
not  been  previously  submitted  in  accord¬ 
ance  with  subparagraph  (3)  or  (4)  of 
this  paragraph,  such  person  shall  submit 
one  additional  package  containing  1.0 
gram  of  the  batch. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(ii)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 

(3)  *  *  * 

(ii)  For  sterility  testing:  20  packages. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

(1)  $4.00  for  each  immediate  container 
in  the  samples  submitted  in  accordance 
with  paragraph  (d)  (2)  (i) ,  (3)(i),  and 
(4)  of  this  section;  $12.00  for  all  con¬ 
tainers  in  the  sample  submitted  for  the 
initial  sterility  test,  and  $24.00  for  con¬ 
tainers  in  the  sample  submitted  for  the 
first  repeat  sterility  test,  in  accordance 
with  paragraph  (d)  (2)  (ii)  and  (3)  (ii) 
of  this  section. 

115.  Section  146e.408  is  amended  in  the 
following  respects: 

a.  By  changing  paragraph  (d)  (3)  (i) 
to  read: 

(i)  The  batch: 

(a)  For  all  tests  except  sterility:  One 
immediate  container  for  each  5,000  im¬ 
mediate  containers  in  the  batch,  but  in 
no  case  less  than  five  immediate  con¬ 
tainers. 

Such  samples  shall  be  collected  by  taking 
single  immediate  containers  at  such  in¬ 
tervals  throughout  the  entire  time  of 
packaging  the  batch  that  the  quantities 
packaged  during  the  intervals  are  ap¬ 
proximately  equal. 

(b)  For  sterility  testing:  20  immediate 
containers  collected  at  regular  intervals 
throughout  each  filling  operation. 

b.  By  changing  paragraph  (e)  (1)  to 
read: 

•  (1)  $4.00  for  each  immediate  con¬ 
tainer  or  package  in  the  samples  sub¬ 
mitted  in  accordance  with  paragraph 
(d)(3)  (i)  (a) ,  (ii),  and  (iii)  of  this  sec- 
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tion;  $12.00  for  all  containers  in  the 
sample  submitted  for  the  initial  sterility 
test,  and  $24.00  for  all  containers  in  the 
sample  submitted  for  the  first  repeat 
sterility  test,  in  accordance  with  para¬ 
graph  (d)  (3)  (i)  (b)  of  this  section. 

Effective  date.  This  order  shall  be¬ 
come  effective  90  days  after  its  publica¬ 
tion  in  the  Federal  Register. 

(Secs.  507,  701,  62  Stat.  1055,  59  Stat.  463.  as 
amended  61  Stat.  11,  63  Stat.  409,  67  Stat. 
389,  76  Stat.  785,  786,  787;  21  U.S.C.A.  357, 
371) 

Dated:  March  20,  1964. 

John  L.  Harvey, 
Deputy  Commissioner 
of  Food  and  Drugs. 

[PR.  Doc.  64-3043;  Piled,  Mar.  27,  1964; 
8:50  ajn.] 


